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steroids has not been evaluated in a randomized trial, their 
widespread use warranted mention in his review. 

Aukox Lahao, M.D. 
Seattle. VVA 98J9S Univemry of Washington 

Jaime B. Friedman, M,D- 
Staitle* WA 9S10j Sand Point Internists 
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To thf Editor - Welch suc^i^csts that knoroiac “can be used 
for emert'rncv treatment of severe migraine attacks compli¬ 
cated hv vomiting, although the drug is less cffeciivc than 
other parenteral antimigraine preparations.*' This recom¬ 
mendation was based on a study of patients who had no 
response to ihctr usual medication.' Ketorolac is a nonste¬ 
roidal antnnHarnmator\' agent that has serious side efTects. 
In a worldwide sut^ey» the incidence of senous side elTects 
was I per 10.000 treated patients: the most common reac¬ 
tions were gasiroiniesiinal disorders (22 percent), blood dys- 
crasias (20 perccntl. and renal impairment (13 percent).** 
.As of June 1993. 92 deaths had been reported among pa¬ 
tients given ketorolac, and marketing of the drug has been 
suspended in France and Germanv. In our opinion the risk- 
benefit ratio of keiofolac is unfavorable, arguing against iu 
use in the ireaimenc of migraine. 

GilL££ Micnot. M.D. 
Christophe Kopp, M.D. 
75527 Pans, France Presmre /nunational 
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Dr. Welch replies 

To th^ Editor Drs- Lahad and Friedman take me to task for 
not rrCommrndine eonicosieroids in mv re>'iew. Mv reasons 
can Ik- explained b\ a cnitcal appraisal of the same litera¬ 
ture thr\ quote in favor of doing so. I assume ihai bv “pro¬ 
longed migraine** thev mean intractable migraine, a clinical 
state ihui is itself p<H>rlv dehned The relerence ihev provide, 
apart Ireim die textbook, is one bv Gallagher,' who reported 
(hat .smiMig A group of patterns who had headache that last¬ 
ed m<»re than lb htiurj and were treated with 8 mg of dexa- 
mrthasi»iu' parrnirrallv in addition iQ meperidine and pro- 
methazmr, 7‘J percent had no or mild headache when 
contacted 'J4 hours lairr. This ^vas a very short report of an 
open Mudv based on a rctrosprciive chan review. The study 
groups had unequal numbers of patients and were not 
matched lor age or sex. and the results were not subjected to 
statistical anaivsis. There was no measure of the seventy of 
headache belurr treatment, although this was used as an 
outcome tnrasurc 24 hours Uter. and the mode of dexameth- 
asonc adminisiraiion was nut stated. There were also no 
details about the questionnaire adminisiered over the tele¬ 
phone J4 hours utter treuiment. and it is doubtful that all the 


patients were questioned precisely 24 hours after treatment. 
Thus, the literature oflers no support for the use of cortico¬ 
steroids as a first- or second-line treatment for migraine. To 
quote Edmeads's pithy comment,* this treatment for mi¬ 
graine “must be viewed in the light of the traditional role of 
corticosteroids as the pharmacological last rite for neurologi¬ 
cal disease.^ 

With respect to the use of parenteral ketorolac for a severe 
migraine attack, I stated that the drug “can be used for 
emergency treatment.” and then went on to comment about 
iu efficacy, as quoted by Drs. Mignot and Kopp. I am confi¬ 
dent that a critical clinician would not interpret this as a 
recommendation. They are correct in stating that regulatory- 
authorities in Germany and France have suspended the li¬ 
cense for the injectable form of ketorolac pending further 
study. A rcccni past-marketing surveillance study of 20,000 
patienu demonstrated chat “che safety profile of injectable 
ketorolac was no dilfercnt from that seen in clinical trials 
which formed the basts of the approval of ketorolac for mar¬ 
keting.”* An interim analysis of these data appears in the 
package insen for the drug in preparations purchased in the 
United States. 

K.M.A. Welch, M.D. 
Detroit, MI 48202 Henry Ford Hospital 
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TOBACCO.SPECinC LUNG CARCINOGEN AND 
EXPOSURE TO PASSIVE SMOKING 

To tht EJitor; We think that the *tudy by Hecht el al. (Nov. 
IS issue)' does not provide much suppon for the existing 
weak epidemiologic evidence that passive smoking increases 
the risk of lung cancer. The relative risk associated with 
passive smoking, as calculated by the U.S. Environmental 
Protection Agency (EPA) in a mcta-analysis of 35 studies, 
was about I .4.' The authors propiose that the tobacco-spe- 
cific niirosamines 4'(methylnitrosamino)-l.{3-pyridyl)-1- 
butanone (NNK) and 4-{methylnitrosamino)-|.(3-pyridyl)- 
l-butanol (NNAL) are responsible for adenocarcinomas in 
nonsmokers exposed to environmental tobacco smoke. Since 
this type of carcinoma is predominant among nonsmokers 
irrespective of their exposure to such smoke, NNK may not 
be involved in the pathogenesis of lung cancer at ail. .'\1- 
ihough NNK can induce lung tumors in animals, the biolog¬ 
ic relevance of the results reported by Hecht et al. is doubt¬ 
ful. The authors noted that NNK uptake is about 120 times 
greater in smokers than in nonsmokers experimentally ex¬ 
posed to sidestream cigarette smoke. .According to a paper 
by some of the same authors,^ NNK concentrations in 
smoke-polluted bars are about 10 times lower than those in 
the recent study.' .\s a result, the exposure-dose ratio be¬ 
tween smokers and passive smokers is about 1200 to I under 
real-life conditions- The relative risk of lung cancer among 
active smokers as compared with nonsmokers is generally 
assumed to be somewhere between 10 and 20. If the reduc¬ 
tion in the risk is proportional to the cxposurc-dosc ratio, the 
relative risk for nonsmokers should be somewhere between 
1.0075 and 1.0016. After comparing these estimates with the 
EPA estimate of 1.4, one can draw one of the following 
conclusions: the risk estimate calculated by the EPA is 
wrong by a factor of at least 25; NNK is not the principal 
lung carcinogen in smokers and nonsmokers, as claimed by 
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Hcchi Cl al.;or the dose-response curve and the correspond- 
inij risk reduction deviate considerably from linearity. 

K.. Uberla, M.D. 

D'8I377 Munich, Germany University of Munich 
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The authors reply: 

To t/u Editor: Our study demonstrated the uptake and 
metabolism of a tobaccc^specihc lunj carcinogen, NNK, in 
nonsmokers exposed to environmental tobacco smoke. Since 
NNK and its metabolite NNAL are derived from nicotine, 
their uptake signals cxp>osure lo lung carcinogens in tobacco 
products. 

1 The exposure to nicotine and NNK in our studv was 
‘ greater, perhaps by as much as 10 to 20 times* than in most 
|reahUre situations, as we stated in our paper. Therefore, the 
levels of NNAL that one would find in the unne of non- 
smokers in most types of exposure would probably be less 
than those reported in our paper, as wc also stated. Dr. 
L berla has attempted to calculate relative risk on the basis 
of these lower exposures. This is speculative and assumes a 
linear relation between exposure and risk* Previous studies 
have shown that the metabolic activation of NNK leading to 
promutagenic DNA adducts, which arc involved in the in¬ 
duction of lung cancer* is depen dent on dose. The efficiency 
j of DNA alkylation increases at lower doses, resulting in 
\ \ higher levels of adducts than would have been expected 
from linear extrapolation from higher doses. 

Stephen S. Hecht, Pk.D. 

SHARorc E. Murphy* Ph.D. 

Dietrich Hoftmann, Ph.D. 
\alhatta., XY 10393 American Health Foundation 
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SUICIDE BV ASPHYXIATION AFTER THE 
PUBUCATION OF FINAL EXIT 

Te ihf Ediiet: The article by Marzuk « at. (Nov. 11 issue)* 
jti the increase in suicide by asphyxiation in New York City 
jficr the publication or Final ExU confirms what many of us 
»ho keep statistics already knew. My book has not increased 
-Jir number of suicides in the United States, but it has 
.‘haneed the method by which some people end their lives. 
The plastic bag is a bloodless, nonviolent method, whereas 
^ns. knives, and jumps from high places arc not. 

.Marzuk et al. raise the alarm that (he plastic-bag method 
does not give a person time to reconsider suicide. But it does. 
It lakes 30 minutes for the scaled bag to deprive the person 

'MiiuiIl pm. TudifT K. HuvhCS. et il licieue in wicide ty uphyumm 
a Ne. YtH; Cily ifie, die publicuon ot Fnul £ai. N Eofi J Med 
■.JiJJ9,l50»-ia. 


of oxygen. If hr or she has also ingested drugs, ilirt require 
at least 13 minutes it> work. There is no similar mcir.iiorium 
once the trigger has been pulled, or the jump made. 

The studv also raises the alarm (hat the plasiic-liag meth¬ 
od IS being used hy an undue number of depressed people, 
as compared with those who are irrmmalK ill U'hai no 
survev will ever uncover is that a lerminalK ill person who 
wishes 10 aeeeleraie the end of his or her life usualK doev so 


in the Companv of family or friends, lit is a vrrdo of the 
Hemlock movement that one does not act alone if n can be 
avoided.) Once breathing stops, familv or friends puli olf the 
bag Therefore, ihe medical examiner is unaware of ihe 
method, and the death certificaie rectirds iliv umjerlsmg 


illness as the cause of death. 

A depressed person who commits suicide acts alone, of 
course, with no one preseni to desirot ihr evidence if the 
plastic-bag method has been used, ii is recorded as the cause 
of death 


The pLasiic bag is gel ting the same sort nf public-relations 
reputation as the'wire coal hanger did in the aboriion de¬ 
bate. except that the bag is 100 percent eUeciive W hen are 
we going lo gel down to rethinking ihe laws and guidelines 
on the right to choose to die with the assistance of willing 
physicians, so that Ftiul Exu can be trashed and Ur Jack 
Kevorkian can go into retirement? 


UcsiEk Ki’MPHRV 

Euthanasia Research 
junction City. OR 97448-9559 Guidance Orgaruiauon 


The authors reply; 

r« thi Eduor: ,Mr. Humphrt contends that (he method of 
suicide he recommends is superior lo other means because it 
allows people lime lo reconsider iheir aciions However, 
plastic bags, if small and tightly sealed, lead to sulTocation in 
less than 30 minutes. Moreover, people who inersi the sedat¬ 
ing drugs he recommends before applying the bag are un¬ 
likely to be in a lucid state of mind to reflect on ihe relative 
merits and disadvantages of suicide. 

As Humphry suggests, the true suicide rate, an unknow- 
able number, may be higher. Our studv could not identify 
chose people who might have had serious medical illnesses 
and killed themselves bv asphyxiation, whose relatives then 
removed the plastic bag, and w*ho were prrsumablv certified 
as having died naturally. This should providr liiilr comfort. 
As senous medical illnesses become morr chronic, the con¬ 
cept of "terminal" illness is defined more broadls. .ymosi 
anyone with a chronic illness that is not imminently life- 
threatening will, at limes, be gripped bv pain, disability. or 
hopelessness. As compared with us lengthv advice on sui¬ 
cide, Final Exit offers little advice on how to seek rrhef from 
pain or physical discomfort or how to recognize the signs of 
depression. 

Humphry takes pride in the fact that his recommended 
method of Suicide is bloodless and nonviolent. But dead is 
dead. No amount of salesmanship about the aesthetics of 
this method will change cither (hr biologic reality or tbe 
ethics of what he advocates. 

Peter M. Marzuk. M.D. 

Kenneth Tardiff. M.D., M.P.H. 

Cornell University 

New York, NY 10021 Medical College 
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